13riefly then, Simmionds' disease is better conisidered as a conditioll resulting from the destruction, partial or complete, of the anterior lobe of the pituitary glandl. The actual cause of the (lestructive process is of secondary importanice to a proper understandilng of the conditioni. As Sheehan (19:39) says: "It must therefore be emphasise(d that the one primary requirement of the syndrome is that there shall hiave beetn some gross destructive lesioin in the aniterior pituitary." The fact that a fairly large amounit of anterior pituitary tissue must be lost before recognisable symptoims cani occur was first pointed out by Simmonds (1918) . The symptoms themselves cani involve any system of the body, they are of very varied incidence, and practically any one of them may or may not occur without any satisfactory explatiation of its presetice o'r absencce. FLurthiermore, they do nlot shoxw anly regularity of associationI (Sheehan, 1939) .
The following is a report of a case of Simmonds' disease in a maile, verified at post-mortem examination, an(l in whom emaciationl was notable for its absence, (lespite the fact that the patienit had had the coil(litioIl for at least six, and possibly sixteen, years.
REI'ORT OFI CASE
Ihe patient was a male ag,ed 48 years. He Thlc body was that of a rather short, 'plumpish" man, who looked rather older tlhan his forty-eiglht years. '&He was extremely pale. There was complete lack of bodlv hair and almost complete lack of scalp hair. His skin was (ery and rather coarse. There was some cedemra of his ankles. Neither testicle was in the scrotum. As foundl later, the left one was absent or replaced by a small amounit of unrecognise(d fibrous tissue and the right testicle was in the inguinal canal. Body Cavities.-All conitainedl a moderate amount of cedema fluid. There were dense adhesions in the pleural cavities.
Heart.-This wvas rather small in size, weighing 270 grm., but there was some hypertrophy of the musculature of the right ventricle (6 mm. thick). Ihe left ventricle was 1 cm. thick. On histological examination there was marked racuolation of individ3ual muscle cells and considerable cedema of the myocardium. In view of tlhis it may be conclu(led that the heart was actually very much reduced in size, in spite of the hypertrophy of the right side.
1. uugs.-Tlhe pleura showed evidence of previous inflammation, being thickenied and fibrotic. There was consi(lerable emphysema confirmed on histological examilnation. There was also some cubical metaplasia of alveolar walls anfd squamous metaplasia of the lining epithelium of the bronchi. There was some oedema of the bases of the lungs.
Li%er.-This viscus was only slightly rediuced in size, weighing 1,260 grm. TIhe hepatic cells showed vacuolation of their cytoplasm. There was a marked degree of brown atrophy around the portal tracts.
Spleen.-This was very small, weighing only 110 grm., yet histologically there was marked congestion of the splenic pulp.
Kidnievs.-These were somewhat reduced in weight, being about 100 grm. each. Histologically there was a marked degree of vacuolation of the cells of the tubules, especially of the lower parts of the nephron. Over all, one had the impression of atrophy of the organ.
Patnereas.-Agaiin there was no very (lefinite abnormality, only an impression of general atrophy.
Adrenoals.-Botlh gland(s were rather small. On microscopic examination the capsule was founid thickenedl with fibrous tissue. Tl he cortex was markedly re(luced in size, being about one-third of the normal minimal wi(dth. rhe zona glomerulosa was only slightly narrower than normal, but the cells of this layer contained a large amount of lipoid material. The zona fasiculata was noticeably reduced in widlth, but the zona reticularis was almost entirely, and in places completely, absent.
Thyroid.-All acini were rather small, and there wa.s a very clefinite atroplhy of the gland. '[here was no marked lymphocytic infiltration, a finding which has been (lescribed in many cases of Simmonds' disease.
Bone Marrow.-A specimen of bone marrow from the vertebral column showed abnormal but inicomplete fatty replacement of the marrow. Again the picture of atrophy was apparent.
Testes.-The spermatogenic tissue has been completely replaced by a very homogenous hyaline type of tissue, and no normal sperm-producing cells were seen. Of gteat interest was the absence of the interstitial cells of Leydig. In other words, complete atrophy of the whole of the testis was present. This finding was of special interest, in view of the fact that in 1925 and 1927 the patient apparently became the father of two children. The fact that the left testicle was absent and the right incompletely descended must be taken as coincidental, and the extensive atrophy of both the spermatogenic and endocrinal cells of the right gland be assumed to be due to deficiency of anterior pituitary secretions.
Pit (itary.-At post-mortem the gland was noticed to be very small. The posterior clinoid processes extended abnormally far forward as though "collapsed" over the shrunken gland. On microscopical examination the anterior lobe was found to be almost completely replaced by fibrous tissue. Serial (Sheehan, 1939; Cameron, 1945 Biggart (1941) reported two cases which presented as myx&e-(lema and were foutnd at post-mortem to be examples of Simmonds' disease. 3. Pitutitary Addisoni's Disease.-This is a most interesting sub-group of Simmonds' disease. The name is applied to those cases which show predominantly the asthenia typical of (lestruction of the adrenal cortex. 'I'hey may show all the symptoms and signs of Addison's (lisease with one important exception, namely Addisonian pigmentation, which is rarely seen (Sheehan, 1939 In the discussion on this aspect of their case these authors noted that Grinker (1939) had pointed out that the symptom complex in manic-depressive psychosis is identical with the variations of mood accompanying hypothalmic lesions. Electrical stimulation of the anterior hypothalamus produces restlessness, excitement, euphoria, and mania; stimulation of the posterior portion causes sleepiness and unconsciousness. Against this hypothesis in the fact that, with present histological technique, no constant organic lesion has been found in straightforward cases of manicdepressive psychosis occurring in man. Wadsworth and McKeon's case showed histological damage to the hypothalamus. rhey found degenerative changes in the supraoptic and paraventricular nuclei, which they considered were secondary to the pathological changes in the anterior lobe of the pituitary. They also found in the brain multiple petechial h,wmorrhages and some subependymal gliosis, which they thought might be due to hypoglycaemia. As remarked previously, they conclu(ded that they were dealing wvith double pathology. Nevertheless, the findings in our case are so similar (an illness like manic-depressive psychosis which in our case ante(iates the physical changes of Simmonds' Sheehan (1937) conicluded that the lesioni is the result of the effects of shock due to hwmorrhage. Most of his cases hadl a labour complicated by retained placenta, anid hie postulated that the resulting low pressure allows thrombosis to occur in the enigorged sinusoids of the pregnancy gland. Biggart (1941) 
